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piperazine derivative 

Engel, Gary Lowell; Diseroad, Benjamin Alan 
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PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

English 

13 



KIND DATE 



19 pp. 



APPLICATION NO. 



DATE 



2002100847 


A2 


20021219 




WO 2002-US16569 


20020606 
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1001096323 


Al 


20011220 




WO 2001-GB2553 


20010612 
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TD, 
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PRIORITY APPLN. INFO. : WO 2001-GB2553 W 20010612 

US 2001-339295P P 20011212 
WO 2000-GB2302 W 20000613 
GB 2000-30304 A 20001213 
AB 1- (Indole-6-carbonyl-D-phenylglycinyl) -4- ( l-methylpiperidin-4- 

yl) piperazine difumarate forms a stable cryst. salt and is an inhibitor of 
the serine protease and Factor Xa, useful in the treatment of 
cardiovascular disorders, esp. a thrombotic disorder. 
IT 478279-46-8P 

RL: PEP (Physical, engineering or chemical process); PRP (Properties); PYP 
(Physical process); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); PROC (Process); USES (Uses) 
(prepn. of cryst. forms of antithrombotic ( indolecarbonyl- 
phenylglycinyl ) (methylpiperidinyl) piperazine difumarate) 
RN 478279-46-8 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- ( l-methyl-4-piperidinyl ) -1- 

piperazinyl] -2-oxo-l-phenylethyl] -, (2E) -2-butenedioate (1:2) ( 9CI ) (CA 
INDEX NAME) 

CM 1 



CRN 313489-71-3 

, ?.vft'.K .&GME. G27_H33 .N5 02 * 

Absolute stereochemistry. Rotation (-) 




CM 



CRN 110-17-8 
CMF C4 H4 04 
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Double bond geometry as shown. 

y\ E .C02H 

H02C 

IT 313489-71-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(prepn. of cryst. forms of antithrombotic (indolecarbonyl- 
phenylglycinyl ) (methylpiperidinyl) piperazine difumarate) 
RN 313489-71-3 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [ 4- ( l-methyl-4-piperidinyl ) -1- 
piperazinyl]-2-oxo-l-phenylethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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UZ, VN, YU, Z&, ZW> AM, AZ 

RW: GH, GM, KE, LS, MW, MZ, SD 

DE, DK f ES,.FI, FR, GB, GR 

BJ, CF, CG, CI, CM, GA, GN 

WO 2000076971 A2 20001221 

WO 2000076971 A3 20010802 



BY,. KG, KZ, MD, RU, TJ, TM 
SL, SZ, TZ, UG, ZW, AT, BE, CH,. CY, 
IE, IT, LU, MC, NL, PT, SE, TR, BF, 
GW, ML, MR, NE, SN, TD, TG 
WO 2000-GB2302 20000613 



W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 
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BG, 


BR, 


BY, 


CA, 


CH, 
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DE, 


DK, 
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20030312 
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2003055246 


Al 


20030320 
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A2 
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20020606 






W: AE, 


AG, 
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RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 
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SL, 


SZ, 


TZ, 
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CH, 
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FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 
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NL, 
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BF, 
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CF, 
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GW, 


ML, 
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SN, 


TD, 


TG 


2002005665 


A 
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NO 2002-5665 




20021125 







PRIORITY APPLN.- INFO. 



W 
A 
A 
P 
A 
A 
W 
P 



20000613 

20001213 

19990614 

19990702 

19990809"" 

19991214 

20010612 

20011212 



WO 2000-GB2302 
GB 2000-30304 
GB 1999-13823 
u, - ;*;tW . . - " . US" 1999*142064P 
^^VJr-i-'.yjf.i-- GB 1999-18741 

GB 1999-29553 
WO 2001-GB2553 
US 2001-339295P 
OTHER SOURCE(S): MARPAT 136:54020 

AB Compds. R2-X-X-Y (Cy) -L~Lp ( D) n [R2 is a 5- or 6-membered arom. carbon ring 
optionally interrupted by a N, O or S ring atom, optionally substituted at 
the 3 and/or 4 position or forms a fused ring system at these positions, 
which is an optionally substituted 5- or 6-membered carbocyclic or 
heterocyclic ring, or substituted at the position alpha to X-X, with the 
proviso that R2 can not be aminoisoquinolyl ; X is a C, N, O or S atom or a 
CO, CRla, C(Rla)2 or NRla group [at least one X is C, CO, CRla or 
C(Rla)2], where Rla represents H, OH, alkoxy, alkyl, aminoalkyl, 
hydroxyalkyl, alkoxyalkyl, alkoxycarbonyl, alkylaminocarbonyl , 
alkoxycarbonylamino, acyloxymethoxycarbonyl or alkylamino optionally 
substituted by OH, alkylamino, alkoxy, oxo, aryl or cycloalkyl; Y is a N 
atom or a CRlb group (Rib defined as for Rla); Cy is an (un) substituted, 

(un)satd., mono- or polycyclic, homo- or heterocyclic group; -L-Lp(D)n is 
4-substituted l-piperazinecarbonyl] or their physiol . -tolerable salts were 
prepd. for use as serine protease inhibitors. Compds. of the invention 
were found to significantly elongate the partial thromboplastin time 

(prothrombin time). Thus, 1- ( 4-methoxybenzoyl-D-phenylglycinyl ) -4- 
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phenethylpiperazine was prepd. in the first of 82 examples. 
TT 381722-57-2P 

RL: BYP (Byproduct); PREP (Preparation) 

(prepn. of amino acid deriys . as serine protease inhibitors) 
RN 381722-57-2 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (IS) -1- (2-chlorophenyl ) -2- [ 4- ( l-methyl-4- 
piperidinyl)-l-piperazinyl]-2-oxoethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 313489-71-3P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(prepn. of amino acid derivs . as serine protease inhibitors) 
RN 313489-71-3 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- ( l-methyl-4-piperidinyl ) -1- 
piperazinyl]-2-oxo~l-phenylethyl]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 




IT 313488-33-4P 313489-72-4P 313489-73-5P 
381721-15-9P 381721-16-OP 381721-22-8P 
381721-39-7P 381721-40-OP 381721-46-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of amino acid derivs. as serine protease inhibitors) 
RN 313488-33-4 CAPLUS 

CN Benzoic acid, 4- [ (1R) -1- [ ( lH-indol-6-ylcarbonyl ) amino] -2- [4- (1-methyl 
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piperidinyl) -1-piperazinyl] -2-oxoethyl] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 

CO2H 




RN 313489-72-4 CAPLUS 

CN lH-Indole-6-carboxamide, 3-methyl-N- [ (1R) -2- [4- ( l-methyl-4-piperidinyl ) 
piperazinyl]-2-oxo-l-phenylethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me- 



RN 313489-73-5 CAPLUS 

CN lH-Indole-6-carboxamide, 3-chloro-N- [ (1R) -2- [ 4- ( l-methyl-4-piperidinyl ) 
piperazinyl]-2-oxo-l-phenylethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CI 



RN 381721-15-9 CAPLUS 
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CN lH-Indole-6-carboxamide, N- [1- (2-chlorophenyl) -2- [ 4- ( l-methyl-4- 

piperidinyl) -1-piperazinyl] -2-oxoethyl] -', dihydrochloride (9CI) (CA INDEX 
NAME) 




• 2 HC1 



RN 381721-16-0 CAPLUS 

CN lH-Indole-6-carboxamide,' N- [ (1R) -1- (2-chlorophenyl) -2- [ 4- ( l-methyl-4- 

piperidinyl) -1-piperazinyl] -2-oxoethyl] -, dihydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Me. 




• 2 HC1 

RN 381721-22-8 CAPLUS 

CN 1H- Indole- 6-carboxamide f N- [2- [4- ( l-methyl-4-piperidinyl ) -1-piperazinyl] -2- 
oxo-1- [2- (trifluoromethyl) phenyl] ethyl]-, dihydrochloride (9CI) (CA INDEX 
NAME) 
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• 2 HC1 



RN 381721-39-7 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- ( l-methyl-4-piperidinyl ) -1- 

piperazinyl] -2-oxo-l-phenylethyl] -, monohydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. Rotation (-) . 




• HC1 



RN 381721-40-0 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- ( l-methyl-4-piperidinyl) -1- 

piperazinyl ] -2-oxo-l-phenylethyl] (2Z ) -butenedioate (1:2) ( 9CI ) (CA 
INDEX NAME) 

CM 1 

CRN 313489-71-3 
CMF C27 H33 N5 02 

Absolute stereochemistry. Rotation (-) . 
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CM 2 

CRN 110-16-7 
CMF C4 H4 04 

Double bond geometry as shown. 




RN 381721-46-6 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -1- (2-chlorophenyl ) -2- [ 4- ( 1 -methyl 
piperidinyl)-l-piperazinyl]-2-oxoethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 381722-56-1 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(prepn. of amino acid derivs . as serine protease inhibitors) 
RN 381722-56-1 CAPLUS 

CN lH-Indole-6-carboxamide, N- [1- (2-chlorophenyl) -2- [4- ( l-methyl-4- 
piperidinyl)-l-piperazinyl]-2-oxoethyl]- (9CI) (CA INDEX NAME) 
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N C- CH- NH- C 

CI 





REFERENCE COUNT: 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 



ANSWER 3 OF 4 CAPLUS COPYRIGHT 2003 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE(S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 
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Preparation of amino acid derivatives as serine 
protease inhibitors 

Liebeschuetz, John Walter; Lyons, Amanda Jane; Murray, 
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Stephen Clinton; Camp, Nicholas Paul; Jones, Stuart 
Donald; Morgan, Phillip John; Richards, Simon James; 
Wylie, William Alexander; Masters, John Joseph; Wiley, 
Michael Robert 
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Design Limited 
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W.O 2000076971 A2 20001221 

WO '2000076971 " . A3 ' 20010802 
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CU, CZ, DE, DK, DM, DZ, EE, 

ID, IL, IN, IS, JP, KE, KG, 
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alkyl or cyclic group; Y is a N atom or a CRlb group (Rib defined as for 
Rla); Cy is an (un) substituted, (un)satd., mono- or polycyclic, homo- or 
heterocyclic group; Lp is a lipophilic org. group; D is a hydrogen bond 
donor group; n = 0-2] were prepd. for use as serine protease inhibitors. 
Compds. of the invention were found to significantly elongate the partial 
thromboplastin time (prothrombin time) . Thus, 1- ( 3-amino-2-naphthoyl-D- 
phenylglycinyl) -4, 4 1 -bispiperidine was prepd. and shown to double the 
prothrombin time at a concn. of 2 6 .mu.M. 
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